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REMARKS

This is in response to the Final Office Action dated December 31, 2002 (Paper No. 1 1)

and the Advisory Action dated June 16, 2003 (Paper No. 14) which issued in the parent

application (U.S.S.N. 09/658,734).

Claims 13, 14, and 23-32 were pending in the present application. Claims 14 and 23

have been canceled, without prejudice, claims 13, 24, 29, and 30-32 have been amended, and

new claims 33-71 have been added. Accordingly, after the amendments presented herein have

been entered, claims 13 and 24-71 will remain pending.

Support for the new claims and the claim amendments presented herein can be found

throughout the specification, including the originally filed claims. Support for new claims 68-71

may be found in the specification at least, for example, page 20, line 28 and at page 14, line 30

through page 15, line 13.

No new matter has been added. Any amendments to and/or cancellation of the claims

should in no way be construed as an acquiescence to any of the Examiner's rejections and was

done solely to expedite the prosecution of the application. Applicants reserve the right to pursue

the claims as originally filed in this or a separate application(s).

Rejection ofClaims 13-14 and 23-32 Under 35 U.S.C. $112. Second Paraeraph

The Examiner has rejected claims 13-14 and 23-32 under 35 U.S.C. §1 12, second

paragraph, "as being indefinite for failing to particularly point out and distinctly claim the

subject matter which applicant regards as the invention." In particular, the Examiner is of the

opinion that

[cjlaims 13, 30, 31, 32 and their dependents are drawn to a method for identifying

a contraceptive or compound which modulates meiosis, however are rendered

vague and indefinite for reciting "said compound" in step d because it is unclear

id "said compound" is referring to the test compound of steps a and b, or the

selected compound of step c. Applicant may prefer to insert the word "selected"

between "said" and "compound" or step d, to more clearly identify which

compound is identified as the compounds usefiil as a contraceptive or modulator

of meiosis.
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Applicants' gratefully acknowledge the Examiner's indication in the Advisory Action

dated June 16, 2003 that the instant rejection has been overcome by the Applicants' Amendment

and Response filed on June 2, 2003 (Paper No. 12). However, in an effort to provide a complete

response to the Final Office Action (Paper No. 11) issued in the parent application, Applicants

reiterate the comments set forth in the prior filed Amendment and Response (Paper No. 12)

regarding the instant rejection as follows:

Applicants respectfully traverse the foregoing rejection. However, in an effort to

expedite prosecution and in no way acquiescing to the Examiner's rejection, Applicants have

amended claims 13 and 30 as suggested by the Examiner. Accordingly, Applicants respectfully

request reconsideration and withdrawal of the foregoing rejection.

With respect to claim 30 and the Examiner's is statement that this claim "is rendered

vague and indefinite for reciting 'modulates' in step c, because it is unclear what activity must

occur for the compound to qualify as a contraceptive. For example, does the compound inhibit,

stimulate, destroy, or deactivate MSH5."

Applicants respectfully traverse the foregoing rejection. Applicants respectfully submit

that the claim language is clear and definite and would be understood by one of skill in the art

when read in combination with the teachings of the specification. The meaning of the term

"modulates" would have been readily apparent to one of ordinary skill in the art at the time the

instant application was filed in view of the teachings of Applicants' specification and the well-

established meaning of the term. Modulation, e.g., ofMSH5 expression or activity, would have

been readily understood by one of ordinary skill in the art to mean either the inhibition of

expression or activity or the stimulation of expression or activity. Applicants' specification, at

page 14, lines 30-35 identifies "modulators" as compounds which "have a stimulatory or

inhibitory effect on, for example, MSH5 expression or MSH5 activity." Accordingly, the

meaning of the term "modulation" was well-established in the art at the time of filing of the



Serial Number: RCE of 09/658,734 -15- Group Art Unit: 1651

instant application and its' meaning would have been readily apparent to one of skill in the art in

view of Applicants' specification.

However, in the interest of expediting prosecution, and in no way acquiescing to the

Examiner's rejection, claim 30 has been amended such that it contains the term "inhibition"

rather than the term "modulation." Accordingly, the pending claims comply with 35 U.S.C.

§112, second paragraph. Based on the foregoing, Applicants' respectfully request

reconsideration and withdrawal of the foregoing rejection.

Rejection ofClaims 31 and 32 Under 35 U.S.C. S103(a)

The Examiner has rejected claims 31 and 32 under 35 U.S.C. §103(a) as being

unpatentable over Fishel et al. (U.S. Patent No. 6,333,153) in view of Winand et al. In

particular, the Examiner is of the opinion that

Fishel teaches a method for determining if a composition (test compound) affects

(or modulates) expression of a gene encoding a MutS homolog (MSH) (col. 9 line

10-15) wherein the MutS homolog may be MSH5 (col. 4 line 35-40). The method

comprises administering the test composition (or compoimd) to a cell containing

the MutS homolog (or MSH5) and a cell which does not contain the MutS

homolog followed by observing phenotypic effects on the cells to determine if the

compound effects (or modulates) MutS homolog activity (col. 9 line 29-45).

Fishel does not teach the method wherein the test compound that modulates

MSH5 is useful for modulating meiosis. However, Winand teaches that MSH5 is

required in normal meiotic crossing over (abstract, p. 69 right column) and

encodes proteins which function in meiotic cells (p. 69, right column). Moreover,

at the time of the claimed invention, it was known in the art that MSH5 plays a

modulating role in meiosis. Therefore, at the time of the claimed invention, it

would have been obvious to one of ordinary skill in the art to identify meiosis-

modulating-compounds by identifying compounds which modulate MSH5.

Moreover, at the time of the claimed invention, one of ordinary skill in the art

would have been motivated by Winand to use the methods of Fishel for

identifying compounds which modulate MSH5, with a reasonable expectation for

successfully identifying compounds which modulate meiosis. Applicant argues

that the references do not teach a relationship between MSH5 and meiosis

modulation. However, this argument fails to persuade because as disclosed by

Winand, it was known in the art that MSH5 plays a crucial role in meiosis, as

stated above.
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Applicants respectftilly traverse the foregoing rejection. Specifically, Fishel et aL fail to

teach or suggest any association between MutS homologs, such as MSH5, and contraception or

meiosis. Nor do Fishel et al, teach or suggest methods for identifying candidate compounds

useful for modulating, e.g., inhibiting meiosis. Thus, the primary reference of Fishel et aL relied

upon by the Examiner fails to teach or suggest the claimed invention.

Furthermore, Applicants respectfully submit that the secondary reference of Winand et

al relied on by the Examiner fails to make up for the above stated deficiencies in the primary

reference of Fishel et al Specifically, Winand et aL disclose identification of the nucleotide and

amino acid sequences ofC elegans and human MSH5.

Winand et al state that S. cerevisiae MSH5 is required for "normal levels of meiotic

crossing over" (page 69, right column). As is known in the art, homology between yeast and

human proteins alone is insufficient to determine the function of a molecule. Winand et al does

not conclusively set forth any function of the human MSH5 molecule. As set forth in Winand et

al "much of the anaylsis of higher eukaryotic MSH genes has been focused on the MSH2,

MSH3, and MSH6 genes," which are involved in mismatch repair, and not on MSH5. With

respect to human MSH5, while Winand et al make the general statement that, based on only

expression data, human MSH5 may be important for a meiosis-specific process like

recombination (see page 77, right column), Winand et al do not conclusively show involvement

ofMSH5 in meiosis, in contrast to the teachings of Applicants' specification (see, for example.

Example 1 of Applicants' specification). Furthermore^ nowhere do Winand et al teach or

suggest methodsfor identifying candidate compounds usefulfor modulating meiosis in a cell

Thus, Winand et aL, in combination with Fishel et al fail to teach or suggest Applicants'

invention.

However, in traversal of the instant rejection. Applicants hereby submit unexecuted

declarations under 37 C.F.R. §1.131 (referred to here in as "the declarations"). Applicants'

respectfully submit that we are in the process of obtaining executed declarations under 37 C.F.R.

§1.131, which will be submitted as soon as possible.
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It is Applicants' position that the declarations submitted herewith obviate the Examiner's

rejection of claims 31 and 32 based on Fishel and Winand et al As described in the declarations,

conception of Applicants' invention as set forth in claims 31 and 32 was completed in this

country prior to October 1, 1998, which is the publication date of the Winand et ah reference.

The publication date of the Winand et al reference is evidenced by the attached printout from

the Science Direct website which indicates a date of October 1, 1998 for the volume 53, Issue 1

of Genomics in which the Winand et al reference appeared. The Examiner is relying on

Winand, et al as teaching that "MSH5 is required in normal meiotic crossing over. . . and

encodes proteins which function in meiotic cells." However, as set forth in the declarations, the

manuscript attached as Appendix A, which was authored by the inventors of the instant

application, describes experiments which are the basis of the instant application, including the

generation of mice carrying a null mutation in the MHS5 gene, and the finding that mice

homozygous for this mutation are viable but are sterile. The manuscript specifically discloses

that MSH5 is essential for normal meiosis. Furthermore, as stated in the declarations, based on

the observation that mice carrying a null mutation in the MHS5 gene and the identification of the

role ofMSH5 in meiosis, the inventors conceived of the usefulness ofMSH5 in screening assays

for identifying inhibitors of meiosis, as is presently claimed, prior to October 1, 1998. Thus,

conception of the invention described and claimed in rejected claims 31 and 32 was completed in

this country prior to October 1, 1998.

Accordingly, based on the foregoing, Winand et al is not available for use by the

Examiner as a reference, either basic or auxiliary, in the rejection of the claims of the instant

application. As set forth above, Fishel et al alone fail to teach or suggest any association

between MutS homologs, such as MSH5, and meiosis or contraception. Fishel et al, also fail to

teach or suggest methods for identifying candidate compounds useful as contraceptives or useful

for modulating meiosis. Thus, Fishel et al alone fails to teach or suggest the claimed invention.

Accordingly, Applicant respectfully request reconsideration and withdrawal of the

rejection of claims 31 and 32 under 35 U.S.C. §102(a) and/or 35 U.S.C. §103(a).



Serial Number: RCE of 09/658,734 -18- Group Art Unit: 1651

CONCLUSION

In view of the amendments set forth above, it is respectfully submitted that this

application is in condition for allowance. Ifthere are any remaining issues or the Examiner

believes that a telephone conversation with Applicants' Attomey would be helpful in expediting

prosecution of this application, the Examiner is invited to call the undersigned at (617) 227-7400.

28 State Street

Boston, Massachusetts 02109

telephone: (617) 227-7400

facsimile: (617) 742-4214

Date: January 27. 2004

Respectfully submitted,

LAHIVE & COCKFIELD, LLP

Lisa M. DiRocco, Esq. '

Registration No. : 5 1 ,6 1
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Attomey for Applicants
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